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2-ACYLAMINOBENZAMIDE DERIVATIVES AND PREVENTIVE AND REMEDY FOR DISEASES CAUSED BY 
THE SUPERMULTIPLICATION OF VASCULAR INTIMAL CELLS 
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2-Acylbenzamide derivatives represented by general formula (I), (wherein R 1 , R 2 , R 3 , R 4 and R represent each hydrogen, etc.; X 
represents vinylene, etc.; and B represents -N(R 6 ) (R 7 ) (wherein R 6 and R 7 represent each hydrogen, etc.), -NH-(CH 2 )n -A-R (wherein 
A represents a single bond, etc.; and R 8 represents hydroxy, etc.) or hydroxyamino, which is useful as a preventive and remedy for diseases 
caused by the supermultiplication of vascular intimal cells. 
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h7-5^ Mi 1 B©BFrfflfi* < 6 0 0 m g t T Ufrir-Hmmfcltf-fZffimS. ( 
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-N(R 9 )(CH 2 ) P — 

it^m^tix^x^^r i j m&mLx^xi>±^i&wiTJ\s*)umx'&*). 

•e^E-y ^^(iv^MSl^tL-C^Tfect^^T^ /ST"**). nte2~6<DggCT-&3 
] T'i$*l5S*/:lit Kn*>>7;yST'^5) X-m* *lS 2 -T i J 

®znzmfrt>tizmMKmirzb<DX'&z>o 
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„ t e r t -^>^-Jim. WU««e©£*ttl ~ 6 ©fifil 

s e c -7 h + ->S. t e r t -7 h**>g. ^>^;M-+->g, >f VO^;b 
5 J**"* ^-v^ t e r t -^>f-;U* •>/!/*• *■ 

— ->US> 'CV^h + i'*;!/*-^ s e c -!7* h*'>7Wl"K— t e r t 

10 -7 h + ->^;u*'^;uS. s<>?-j\sjr*isJ}JUtf—)im, -fy< 

;Utf\^;Ug> tts<y=f-)\,*irisi])l#— Jim. t e r t -^>f-;l/*4-->7WU 

fttfc© T n 4- -> # \- ^ o 

T9;MrA*£t±, 7i^H, *7^i/«^©3f§JfciJMfc**»T?H*£n 

Tf «* * ft*: HtffEiSMT )l> 3*i/I*l^\ -> ? a T <!: 14 3 ~ 7 Mil© 

fe7T^fttK©£<3?t$: 2 ~ 7 ©T;M^l/*7A"tf— ;Ug£t<Hv {g^T^U+^X^* 
i£©#t^£fc 1 — 6 ©T-rt/^ux;!/*^. ;l/S^i>-5o 

Tfc!3, cn&©Xi Egypt. J. Chem. , 2 1t, 2 -*§-, 
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115—131 ^( 1 9 7 8*). Egypt. J . C h e m. , 2 8i, 

3 -* 2 3 5—238 i? (1 9 8 5^) % Egypt. J. Chem. , 3 
2 6 * 6 5 1 - 6 6 0 ( 1 9 9 1 *) > #HBH 4 7 - 2 9 2 7 -if . 
4#§SB3 6 1 - 3 6 2 7 3^> #B§Bg 6 3 - 2 9 5 5 4 3* #§9886 3 - 2 9 5 

5 5 4 4^ 1 - 2 6 5 4 3^, Indian J. Chem., 1 3i, 

4 * 3 2 6~3 2 8 ^— : J ( 1 9 7 5 *) > Indian J. Chem. , 
2 0 B#, 5* 3 9 4~ 3 9 7^-v 5 (1981?) , Bui 1. Trav. 
Soc. Pharm. Lyon, Hi, 4-Sf, 1 4 3~1 4 8f ( 1 9 7 3^ 
) . U. A. R. Chem., 1 3#, 4* 3 7 9-3 9 (1970 

10 *) „ J . Chem. U. A. R. , 12t. 1 •*§•, 57 — 68^-^(196 
9 *) „ *S#f*f|fl 3 1 9 2 2 1 4f, mm^^m 1 0 9 9 8 2 9 -Sf . Sy 
nthesis, 12i, 977 — 979 ^-^(1981*). J. Med. 
Chem. , 91, 16^, 809 — 812 J> (1 9 6 6f) , J. Med 
. Chem., 12i, 1 -5f, 164—166 ^- *J (1 9 6 9^) , Chem 

15 . Pharm. Bull., 2 2i, 3-^, 623—627^-^(1974* 
J. Chem. Soc. , 4420 — 4421 y (1 9 5 8*) , J . 
Chem. Soc. C, 2 41, 2290 — 2295 ^- i? ( 1 9 6 6*) , R 
e v. Ro um. C h i m. , 2 2i, 8^r. 1 217 — 1223^- (19 
77*), Rev. Roum. Chim. , 2 41, 11-12* 1509 — 

20 1 5 2 0^-^( 1 9 7 9*)^) fBigC^&SfcteCnS, tm®l®%&, 
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5 ©ft^Kfc^Tlihv^Xft: (E#) <DWft* 

*^©Buia-)S^; (i) T?s$tiS'fb^©9^> ^^M^wt-s-fc 
mm* l < . t'-uymx'&zit&m^izifrs u\> 

*^{cfc^Tif* L(.Wl:^iLT(±. (E) -2- (3-xh + 

•>-/>tt-fA7.;;) 'OXT; F\ (E) - 2- (3-^7^D^->->y 
^^7;;)'<>X7;K> (E)-2-(3. 4-^/h*->-»t^ 
15 ^7;;)OX7;K, (E)-2-(2, 3-^^ h*->->>tt-f;l/7i 

y) 'OXrs Fx (E) - 2- (z -Ky'Jjv^-^f-i/i/y-)-^^ )vr U) 

>X7; H\ (E) - 2- (4 -ih + ->->>W;l/7; /) <>X7 5 h\ 
(E) - 2 - ( 3 h + v/->>^*^;bT i J ) <>X7 S K> (E) - 2 - 
(2, 4-i?y h + ->-»t^^7;/) OX7; h\ (E)-2-(2, 

20 5 -ifjt b^isi/y-t-'eJ Jl>T I J) K>XT I _h\ (E) - 2- (3-xh + 
>- 4 h + v->>^-^-r^T 5 y ) OXT 5 h\ (E) — 2 — (4 — J. h 
+ >-3-y h + v'i'^t^^iy) KyXTl H\ (E) -N-Xf-^- 
2- (3, ht->->>^^7;y) OX7? K> (E) - 2 - ( 

3, 4-^^ + ->'»H'f^7;;) -N- (3 -7i-A7o t°>H/> O 

25 XT $ K% (E) - 2- (2-^ h + ->-»t^^7i;) ^>X7; h\ ( 
E)-2-C2, 4, 5 - h U y fori J) ^>XTi h\ ( 

E)-2-(3, 4, 5 — h 'J y Y*ri/~s yj-^j JUT i S) OXT 5 K% ( 
E) - (E) -2- (3, 4 - J=f-lsy'J** ; si/yi-*:4 )VT I J) "<>XT 
5 h\ (E) -N- C2 - (2 - t Ko + vji h + xf;W - 2 - (3, 4 
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, 5-h'J> h + ^i/^-l'^T;/) h\ (E)-N-(2-t 

Kn + «>ji^;U) - 2 - (3, 4, 5 - h U / H*-> > >:f-*-f JUT 5 / ) O 
X7i F\ (E)-2-(3. h + i/v/^T-^^T?;) -N- (2 

-hKo + ^f;W'<>X7;R (E) — N — C2- Ct*X(2-hKo + 
•/ji^yU) 7U) - 2- (3, 4, 5 - h 'J ^ h + i/-/^^ ^7 

jy) 'OXT; K> (E) -4, 5-^/ h + ->-2 - (3, 4, 5 - h U t 
h^v/-»t^;l/7i;) K>X7; K, (E)-2-(3. 4-->Vh*i/ 
^y^-=e^()VTlJ) -N-yf;K>X7;h\ (E) -N-->^o'\*->A> 
y^;U-2-(3, 4--^b + v/-»7- ; e'r;l'7i>') 'OXT; K, (E) 
-4, 5-i>y h*->-2 - (4-ih*->-3-^ h*->'> W-*-f JUT i y 
) KyXT i h\ (E)-4, 5 h*->- 2 - (3, 4-i^h*->->> 
t^;l/7iy) OXTS h\ 2- (3, 4 - i>V b*-is7 * ^UT4r^- JUT 
5 y) OXT 5 h\ 2 - (3, 4, 5 - h 'J ^ h + ->7xi;U7tf ;P7 i y 
) 'OXT; H\ 2 - (3, 5 - h + i/K>'//f*75y) OXT 5 h\ 
(E) -2 - (3, 4-^^ h + i'v'V^'f^;;) — N — (2-i^y^;U 
T^y^f-JU) K>XT5 H\ (E) -N- (2-^yf^7;;xfW -2 
-(3, 4, 5 - h 'J y h + ■> •> >7-€-f ;l/7 5 / ) OX7 i Kf CD{t^«3fc 

)-2-(3. 4 -i?/ b 4 JUT Z J J OX7; H\ (E) - 2 

-(2, 5 -it* hZ-is-y'si-^JJlTZ J J OXT5 h\ (E)-2-(3 
, 4, 5- h'jy h + ->v/>^-*W JUT 5 /) ^>X7; h\ (E)-N-(2 
- t Ka^ri/jcf-;!/) - 2 - (3, 4. 5 — h U ^ h + v" *> yi"^^ JUT ; y) 
OXTiKs (E)-2-(3. 4-^h*->-»t*^/l'7 5-/) -N- 

(2-th*o + ->xf;l/) K>X7? H\ (E)-4, 5 - SJy h*->- 2 - ( 
3, 4, 5 - h V^-i/isyj-^J JVT I J) KyXTZ H\ 2 - (3, 4- 
i? / iL—Jl>T-t??-JlT i J J K>XT x h\ 2- (3, 4, 5-hU> 

V*i/7 jL~J\,T-t=?-JVT Z Jj K>XT i H\ (E)-2-(3, 4-v?^h 
*->->>t ; &'f^7;y) — N — ( 2 - ^;UT ^ J J-f-JU) ^>X7; Ktt 
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BHfU (E) — N — (2-^^f;l/7i;if;W - 2- (3, 4, 5 -MM 

So 

*56WCDlb^«l-*Jl>r«flCjf*LVWfc^«JtLTtt^ (E) - 2- (3, 4 
5 , 5- HU* h+i'v/yT-^'f^Ti;) KyXTl h\ (E) -N- (2-t 
Fn+->xf;l/) -2 - (3, 4, 5 - h U J b + isi/y+^JA'T I J ) 'O 
X7; K, (E) -N- -2- (3, 4, 5-h 

10 *»M©19IH— «3C (I) X'mznZit&m*. g&f&ffiSMEvv h©JMB 
^I6MlfaWrti5iaiia*fflt.^ in vitr o<DM!&&fcnfflfflifclZis^X^ 
1 ~ 1 0 0 v MgftOM-CJfiLWWJBJtJI* 5 0 Lfc 
o — #n h5-7XKJ2 3 1 M©Mt-0i^ii¥iffiil^ 5 0%PI$ 

15 ^ffl^W-r5fc©X-*So 

T^Xifii^fiaSSjMff^rtfll^fiSc^^U^ffl^/c in vivoCl 

illl«rtllia!Baa*Jitt5ilcfiH^-5*eMiL-Cttx 

(percutaneous transluminal coronary 
angioplasty. PTC A) &©ai&IR©S;K'^ D C A (di r e c 
25 tional coronary atherectomy) 'ik<DW&?£^ X-r 

#fP.fl©iiufE— fl&J*: (I) T?«**iS'fb^ttx f>7-7Xh.tnii5M: 
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fcJ&tt*tttt«K*il^r 2- (3, 4 -'J* h + ->yyt^;l/7U) OX 
*fSB^©lS9IB-HBK ( I ) X*m;ZnZ 2 -T^A-T $ SO XT 5 Km#£ 

mam* k*k twiu *^*A*k awwttifiLTfiPtt* 
s i * bibb p ft $ n -s o c n s> ® Exa&jfttt «— nsoissij k *> ^ fc> 

. JBttSIRtt. aitWM* m&a4tmM. 7*7 h U i/9ur*7 V U 
•fft/^y^ \zVu*i/-?<a\£)V79-=f-m, 4r;l/a-Xt) L < (i-tr;l/D-XS|^ 
S^S-b^n-X. INHr^n-* ♦ tub* a-7-t h 'J f7 A. y ^;Hr 

U^A. 7 7t*7^A, i3>T>* v^nrf— ;K Xf7 U >®?T7l/ ^ .=.•> A^ 
t;xf7'J>i7^;-^A, MftK&ai&LTtt. 'J >t****>U*>*A 
. &7KU yKTkJRrt^S'tfA, S- ?>r4MTJll >&*y*i/Q2** &J&>r-<Wi 

A N <J >»*;i/S/»>A N ij£^*$Kb7A$-^A>r;K %PtKlfc*;i'S"?A,» m 

-c~i±ti<ffiim\i:tzim&MtLTm^zztbT?%Zo 

•/^Dt^Hr^n-x, tiArtf+i'* ^- A/7.9 -f-f- h 'J ^A % ?ox*;Wo 
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x ^^joftefc. jjtskj:*k mffi&k m^itm. &mm. mrnftk mtm. & 
20 «a»aE*n4*<x «n«^©»a* mtoi&Ai H^^t? o. i~iooomg 

. #£□»#©*£, KfcfjfcA lB^/cf50. 0 1 ~ 1 0 0 m g ©iSHrtTfv - 
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n m m 

(E) -3-^V^ol+v/^r^^vynl:;l/ 
(E) - 3-t Ka^v-y-r^g? (2 g) fcitfl^rtU^A ( 3.7g) ON 
, N-i^^fM^AT; K (20mf) ISli:3 ^-fb-T V fc^l/ (2. 68m*) £ 

^riafnSS7KT"^L> M^M^f* ^&mLtzW.MEEmmLtz* SUE 

U 3 -4 Vfutfici/'r-imfcJ V^oh°;l/ (1.20g) £*§*:o 
' H - N M R (CDC1 s , 400MHz) 

6 ppm:1.31 (d, J=6. 3Hz, 6H). 1.34 (d, J=6. 1Hz, 6H), 4.5-4.65 (m, 1H), 
5.05-5.2 (m, 1H), 6.39 (d, J=16. 0Hz, 1H), 6.8-7.3 (m, 4H), 7.62 
(d, J=16.0Hz, 1H) 

###J2 

(E)-3, 5 h + ->- 4 -x. Y^r'y^^^M.^^ 
'H-NMR (CDC1 3 , 400MHz) 

<5 ppm : 1. 25-1. 5 (m, 6H), 3.87 (s, 6H), 4.09 (q, J=7. 1Hz, 2H), 4.27 (q, 
J=7. 1Hz, 2H), 6. 35 (d, J=15. 9Hz, 1H), 6. 75 (s, 2H), 7. 61 (d, 
J=15.9Hz, 1H) 

(E) - 3, 5 -5M h*«>- 4 - (2-th'n+v'Xh+i/) *r-<&M2 - h 
•H-NMR (CDC1 3. 400MHz) 

<5 ppm : 3. 7-4. 45 (m. 14H), 6.41 (d, J=15. 9Hz, 1H), 6.77 (s, 2H), 7.65 
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(d, J=15. 9Hz, 1H) 

##0»J3 

(E) -3-fyyn^>^« 
5 (E) - 3 --f VZfutfJris'r'f&.WM V7n t°;l/ ( l.lg) CDi^y-;], ( 

lOmO 2 ^tKSS^^- h U * ( 5 a£) *Jn*.M-C15B$IHia# Lfc 

o Rattle 1 jMttR£aD*.RJ6tt£»ttl=: LftWt^Jl'T-mBi Lfc„ 

mmm-?r*is*yj*-c&im&i&mmL, ce) -z-^vfa^^^^^ 

m ( 914mg) £#fc 0 
10 'H-NMR (CDC1 3 , 400MHz) 

6 ppm:1.36 (d, J=6. 0Hz, 6H), 4.5-4.65 (m. 1H), 6.43 (d, J=16. 0Hz, 1H), 
6.9-7.4 (m, 4H), 7.75 (d, J=16. 0Hz, 1H) 

##0J4 

is 3 1 mm<D^X'KiT(D^^^m l tc a 

(E)-3, 5-^ h*5/-4-xh*->M|gi 
•H-NMR (CDC1 3.400MHz) 

6 ppm:1.37 (t, J=7. 1Hz, 3H), 3.89 (s, 6H), 4.11 (q, J=7. 1Hz, 2H), 6.36 
(d, J=15.9Hz, 1H), 6.78 (s, 2H), 7.71 (d, J=15. 9Hz, 1H) 

20 

(E) - 3, 5 -*J* h*is- 4 - (2 - t Kn^i/i >r4$Ok 
•H-NMR (CDC1,, 400MHz) 

<5 ppm:3.7-3. 8 (m, 2H), 3.91 (s. 6H), 4.1-4.25 (m, 2H), 6.37 (d, J=15. 9 
Hz, 1H), 6.79 (s, 2H), 7.70 (d, J=15. 9Hz, 1H) 

25 

4 -3- h + ->- 3 -J h4->7x^;« 
'H-NMR (CDCl 3 ,400MHz) 

«5 ppm : 1. 45 (t, J=7. 0Hz, 3H), 3. 59 (s, 2H), 3. 87 (s, 3H), 4. 08 (q, 
J=7.0Hz, 2H), 6.7-6.9 (m, 3H) 



WO 97/09301 
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1 9 

(E) -2-xh + i/A;^/^>fSSt e r t 
o-yDt$liiif;l/ (l.Og) > atfti- h U^A (720 mg) Rtf^ffc- 
(H) (190 mg) S-N, N - *J * =}-)\,*)\sl»T I K (10m£) (CSn^.s 140 
•CT? 4B#iaa»Lfc. SJS&KT? 'iiHtert (0.7 mi) > X? 5? 

»7A (0) tfX (^>';>J -r>T-t? h » (23mg) ^ MJ-o - h'J^X7 
^ > (530 mg) fccktfh'JxWi > (0. 67m£) &j(jnX-T£ h>lZ U0°CT' 3 Bf 

E) - 2 - J. |»*2/*->I/jK— ;Uy>ffi[iftt e r t --ff-Ar (676 mg) ^r^c 0 
'H-NMR (CDC1 „ 400MHz) 

5 ppm:1.41 (t, J=7. 1Hz. 3H). 1.54 (s, 9H), 4.40 (q, J=7. 1Hz, 2H), 6.23 

(d. J=15. 9Hz, 1H), 7.35-7.65 (m, 3H), 7.94 (dd, J=7. 8, 1. 4Hz, 
1H), 8.31 (d, J=15.9Hz, 1H) 

##fJ 6 

(E) - 2 -A h*->#;U*A A"ir-rj£& 

(E) - 2 - J- tf-i/i])]/*!— ^-TS^t e r t -T^U (538 mg) £ h U 
•7A,*uffik (5m£) icSn^.. 40 o C-e3055-a^L/io »i«*«E95fcU Mi- 
^g©^x^;UA--r^**nx.®WS[-eMSL^m^KL. (E) - 2 -a 
•>*7;U**a;U>W j £® (339 mg) Srftfco 

'H-NMR (DMS0-ds , 400MHz) 

6 ppm : 1. 34 (t, J=7. 1Hz, 3H), 4.34 (q, J=7. 1Hz, 2H), 6.43 (d, J=15.9Hz, 

1H), 7.45-7.95 (m, 4H), 8.23 (d, J=15. 9Hz, 1H), 12.4-12.65 (br, 
1H) 



gW»J7 
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2 0 



3, 4 ^^^ffc K ( 1.7 g) RO'->7Vf^tert-:/^;U 

( 2.0g) Oi^/-^ (30m£) rg&iCMJ&a© >J V 30&WMato 

5 4-^/ h**>>W,£®?tert-yf-;U (2.23g) £*#^<> 

' H — NMR (DMSO-d 8 ,400MHz) 

6 ppm : 1. 52 (s, 9H), 3. 80 (s, 3H), 3. 87 (s, 3H). 7. 17 (d, J=8. 5Hz, 1H), 



10 ##^J 8 

a-i/TJ-Z, l-'J* Y*i/'r>(8atL 
a-->7;-3, 4--^^ h*i"W£&tert-7^;U (l.Olg) IC^Th 

. 8I«EJC7K*Jpx!x **«9*£8lU a-->T/-3. 4 -x/ h + v'W&i? 
15 ( 810mg) £*§/c 0 

1 H — NMR (DMSO-ds, 400MHz) 

<5 ppm: 3. 80 (s, 3H), 3.87 (s, 3H), 7.18 (d, J = 8. 6 Hz, 1H), 7.70 (dd, 



20 ##^J 9 

0-->7V-3, 4-^n*->^t 

3, 4-v^ h*->7* — ;UT-ir h U A- ( 5.0g) fcitf^U **>;H? 

( 3. 9g) CD^/-;U (60m£) ( 9.7g) £flD;L> 2 BPe3 

25 ifej*8L 7K (50m£) K»»Lfco **»*^Xf-;H-f ?i>8? 

^ h^'W&Sfc ( 540mg) *»fc 0 
1 H — NMR (CDCl 3 ,270MHz) 

5 ppm: 3. 94 (s, 3H), 3.95 (s, 3H), 6.6-7.8 (a, 4H) 



7.6-7.8 (m, 2H), 8. 21 (s, 1H) 



J=8. 6, 2.1Hz, 1H), 7.76 (d, J=2. 1Hz, 1H), 8.25 (s, 1H) 



25 
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2 1 

###J 1 0 
(E)-3, 4 -xf-l/>5M-**>$--f 

3, 4 -xfl/y^^ + v^OXT^ft K ( 2.0g) fccfctfvu>& ( 1.5 
g) <D\£W> (20mO aHftCfcr^y (24// 1) ^SDX.x 2 0 B$iaMnftiltfE 
5 Lfco Ht-vn>g? ( 7.5g) £rflfl;U 2 0 B$MJnMttL*:. Rrt»«[*«E« 
fc&U Sit* 2 «je*i*fk-*- h U *A»ttlc*#Lfco **«**<by ^ u >T? 

„ (E) -3. 4 -xf U>^+yy^Si (1.48g) *»fco 
'H-NMR (DMS0-d e , 400MHz) 
10 <5 ppm: 4. 2-4. 4 (m, 4H), 6.37 (d, J=16. 0Hz, 1H), 6.89 (d, J=8. 4 Hz, 1H), 
7.18 (dd, J=8.4, 2.0Hz, 1H), 7.24 (d, J=2. 0Hz, 1H), 7.48 (d, 
J=16.0Hz. 1H), 12.0-12.6 (br, 1H) 

m*n 1 1 

15 (E) - 2- (2-*M*5'i'>t*'f*7 5y) 

(E) - 2- (2-xh+->*;l/*'x;^ytt>f;l/) 7?y^>X7; K ( 

510. 8mg) ©g£S& (2«f) ^tC«^B? ( 2 ■/) &flQ*-T. 1 0 0 5 #IBJJn 

^l^o **t*ttBE«*u a«tici^y-;u (2«£) fccto* i «je*»b^- b 

U^Ajgtt (2mf) £rflnx.T. 1 0 0 4 I^HAlM Lfco RJKt*lSSS» 
20 TfHttlcU «fHJ»**«lLyS:lft, ^x-^^/X-f-^lfiSfefrL^ (E)-2-( 
2-M*»->i'Wil'7;y) ( 144mg) *»fco 

'H-NMR (DMSO-d 8 ,400MHz) 

5 ppm: 6. 76 (d, J=15. 6Hz, 1H), 7.1-8.05 (m, 7H), 8. 34(d, J=15. 6Hz, 1H), 
8.59 (d, J=7.5Hz, 1H), 11.40 (brs, 1H), 13.0-14.0 (br, 2H) 



#^#J 1 2 

(E) — 4 — T-fe h+v' - 3, + 

(E) -3, 5 -*J* 4 - t Kn*5/4r-fftK ( 365mg) 

(5«£) *tt«r*»'fb^ h U (6 5mg) *SD«.x 1 0 0°C"e2 0£B8Sn&L 
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2 2 

Lfco »tiitt*M7K8tilv^*S/->A-eft*Ly!:afc«E*«L, (E) -4-T 
*h4->-3, 5-->V h + ->^-T^ ( 334mg) £»fc 0 
1 H — NMR (DMS0-d 6 , 400MHz) 
5 5 ppm:2.26 (s, 3H), 3.81 (s, 6H), 6.64 (d, J=16. 0Hz, 1H), 7. 12(s, 2H), 
7.57 (d, J=16.0Hz, 1H), 12.3-12.5 (br, 1H) 

i&m 1 3 

(E) - 4 - (2 -T-t? h*->^ h + '» -3,5 -5M h + v/^r>fKK 
10 (E)-3, h*->-4- (2-t Ko + J/xh + 5/) 4-<fftlfc ( 2 

92mg) © tf 'J 3> > ( 6 af ) »ttlC«ft*»lt (0. 31«f ) £Jnx.^fiT- 1 3 B#RS!«j$ 

- (i§aji£& : IftyfU>/^*x- 5^u= l/l) 

15 SUU (E) - 4- (2-7-bh* , >xh + <» -3, 5-^h + ->WKi 
(60mg) £f#/c 0 
'H — NMR (CDCl 9 ,400MHz) 

8 ppm : 2. 09 (s, 3H), 3. 88 (s, 6H), 4. 2-4. 4 (■, 4H), 6. 36 (d, J=15. 9Hz, 
1H), 6.78 (s, 2H), 7.70 (d, J=15. 9Hz, 1H) 

20 

#%0|J 1 4 

2_ 7 ?y- N - (3-7x-;^Dt , ;l') 'OXTi K 

(500 mg) ON, N-^^f^^7; K ( 3 ml) fei&lZ. 4 - 
i?^f;l/7i; h° U 5? > (37mg) 3 - 7i-;^o \£)VT I > (436 mg) 

Pt°;l/) K (760 mg) 

'H-NMRttDCls^OOMHz) 

<5 ppm: 1.9-2.0 (m, 2H). 2.65-2.8 (m, 2H), 3.4-3.55 (m, 2H), 5.48 (brs. 
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2 3 

2H), 5.98 (brs, 1H), 6.55-6.95 (m, 2H), 7.1-7.4 (m, 7H) 
##0J 1 5 

2-T5/-N- C2- (2-t Kn*->^h*'» xf;W KyXri K 
5 x.?J-)\, (5i«) hi? (1.0 g)&t>*2- (2-T5 

(645 mg) £flnx.x i0ft®1mf&&ffi.Ltz o mm^mK^Ltc^ g| 

;l/= 1 0/1) lc,fc»j#««f*{U 2 -7; y-N- C2 - (2-h Ko + i/x 
h*-» xf/H KyXTl K (1.32g) *»fc 0 
10 'H-NMR (CDC1 a, 400MHz) 

<5 ppm : 2. 05-2. 45 (br, 1H), 3.55-3.85 (a. 8H), 5.25-5.75 (br, 2H), 6.50- 
6. 75 (m, 3H), 7. 15-7. 25 (m, 1H), 7. 35 (dd, J=7. 9, 1. 5Hz, 1H) 

#%#J 1 6 

15 msfefll i 5 <h Pi^o^rft-eaTo-f b£«j££fifc 1 fco 

2-7i;-N- (2-tKn + ->xfM K>X7; K 
•H-NMR (CDCls, 400MHz) 

6 ppm: 2. 66 (t, J=5. 1Hz, 1H), 3.50-3.65 (m, 2H), 3.75-3.9 (m, 2H), 5.50 
(brs, 2H), 6.40-6.75 (m, 3H), 7.15-7.30 (m, 1H), 7.34(dd, J=7. 9, 
20 1.5Hz, 1H) 

2-7;/-N- (4-tKn + ->yf;W OXTi K 
'H-NMR (CDC1 S ,400MHz) 

5 ppm : 1. 40-2. 00 (m, 4H), 3.40-3.50 (m, 2H), 3.72 (t, J=6. 0Hz, 2H), 
25 5.30-5.70 (br, 2H), 6.34 (brs, 1H), 6.55-6.75 (m, 2H), 7.10-7.40 

(m, 2H) 

2 -T i y -N- (2-*J*2-A*7 I /ifW OXT ; K 



'H-NMR (CDCl„400MHz) 
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2 4 

5 ppm:2.26 (s, 6H), 2.50 (t, J=6. 0Hz, 2H), 3.40-3.55 (m. 2H), 5.54 

(brs, 2H), 6.60-6.80 (m, 3H), 7.15-7.25 (m, 1H), 7.35(dd, J=7. 8, 
1.4Hz, 1H) 

5 2-7U-N- C2- Ct'X TiS) x.f-)V\ <y 

XT I K 
'H-NMR (CDCls, 400MHz) 

<5ppm :2.61 (t, J=5. 0Hz. 4H), 2.69 (t, J=5. 5Hz, 2H), 3.4-3.5 (m, 2H), 
3.57 (t, J=5.0Hz, 4H), 5.41 (brs, 2H), 6.6-7.35 (m, 4H), 7.40 
10 (dd, J=7.8, 1.3Hz. IB) 



##0J 1 7 

(E) - 2- < k i-*J**A,7'\ Ji/'s+^toTZy) 3cMR 
N-j])\s-#* t s*?-)Vil)\/tf—)lTyY ; 7-)\'& (5g) 4 
15 T^yOXT^ft K (3.43g) Oh^i> (50m£) ^CtX'Jv?^ (2.22 
m£) £fl[]/L. Dean-Stark h7 7 ^fcttttT 1 8 B#RgjD3ft&8E Lfc. h ^J. >£M 
•> 'J * 7 A d 7 h ^ 7 7 ^ - (*tb*SR : PHi^l/ 
) Lfc*^ W&ttfcJgfifcyi^i-T^-eft^U (E) -2- 

(4-Wf;l/7;;-»t^« 7i;$Itt (1. 14 g) *»fc 0 
20 'H-NMR (DMSO-d 6 , 400MHz) 

Sppm : 2.98 (s, 6H), 6.54 (d, J=15. 5Hz, 1H), 6.73 (d, J=8. 9Hz, 2H), 7.1 
-7.7 (m, 5H), 8.00 (dd, J=7. 9, 1. 6Hz. 1H), 8. 63(d, J=8. 4Hz, 1H). 
11.25 (s, 1H). 13.3-13.9 (br, 1H) 

25 1 8 

(E) -2- U;W -3, l-0 , /t+t^>-4 

(E) - 2 - (4 - -J/^-JlT i J i/yi-^JlT 5 J) £&§K ( 500mg) 
£«f7KB^S? (10^) M-C 5 1 BtHaiSfELfco a&ttt*»ES£U (E 
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2 5 

) -2- (4-^^7;/Xf'J;l/) -3, 1 —"O 4 -Or 

> ( 480mg) &mtZo 
1 H — NMR (CDC1„ 400MHz) 

<5ppm : 3.04 (s, 6H), 6.56 (d, J=15. 9Hz, 1H), 6.65-7.85 (m, 8H), 8.19 
5 (dd, J=7.9, 1.4Hz, 1H) 

1 9 

(E)-6, 7-^^ h*->-2 - (3, 4 -i?* h+^Xf «J*) - 3, 1- 

*tfs>>- 4 

10 4. b^>T> H5-;US? (435 mg) ©t*U^> (10m/) ftfttr (E 

) -3, 4 -^^ ^>>^i?oiJ K (500 mg) £fln*.TMT? 2 B#HHi# 
Lrt:&. (642 mg) ^MMT'l 3B*IH»fliLfc. Ri6tt*7kC*tf 

«»Lfc*s mmyi*z>mL^ (e) -6, i -->7 h*->- 2 - u, 4 - v 

y h + ->X^U>>l/) -3. 1 -K>»/5!-4-9-^>- 4 ( 635mg) &'&tz 0 

15 1 H — NMR (DHSO-dfl, 400MHz) 

6 ppm : 3. 81 (s, 3H), 3.83 (s. 3H), 3.89 (s, 3H), 3.94 (s, 3H), 6.85 (d, 
J=16. 1Hz, 1H), 7.00 (d, J=8.4Hz, 1H). 7.09 (s, 1H), 7.25-7.5 (m, 
3H). 7.67 (d, J=16. 1Hz, 1H) 

20 ###<J 2 0 

(E)-6, 7-^Ki/-2- (3, 4, h*->Xf'J;W -3 

, 1 -'OVTttt'jy- 4 

4, 5 - Y*i/Ty h"7 — A« (423 mg) ©t°'J^> (5ra£) zg&tC (E 
)-3, 4, 5 - h U ^ Y*r*/*r4l&SL9 a 'J K (500 mg) *ftlX^fiTf 1 B$M 

25 a#Lfc«u (510 mg) &mz.m.m.x*i 3mmmwLtz 0 sjb&^tkk 

S5!U (E)-6, 7 - ! J* b*'>- 2 - (3, 4, 

) -3. 1 — 4 ( 562mg) ^r?#/c 0 



PCT/JP96/02415 
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2 6 

'H-NMR (CDC1 3 , 400MHz) 

6 ppm:3.90 (s, 3H), 3.91 (s, 3H), 4.00 (s, 3H), 4.02 (s, 3H), 6.68 (d, 
J=16.0Hz, 1H), 6.82 (s, 2H), 7.02 (s, 2H), 7.55 (s, 2H), 7.75(d, 
J=16.0Hz, 1H) 



#%#J 2 1 

(E) - 2- (2 -*;i/^+->x^u;i/) -3, 1 -OV*** r J>- 4 
y 

(E) - 2- (2-*M*->->>7- : e'f^7;;) (70mg) *JfU 

(laitf) Ki&frU feftcftBfc (42.5// 1) ^MlSt*3gPWLfc, S 

i mmmmx-mm^ u ^mm^awLLtz^ 1 &5©e&:fc 

U (E) - 2- (2-W*'+^f'J;W -3, 1 5>>- 4 

(32.6mg) *»fe 0 
'H-NMR (DMSO-d , , 400MHz) 

6 ppm:6.92 (d, J=16. 1Hz. 1H), 7.5-8.2 (m, 8H), 8.53 (d, J=16. 1Hz, 1H), 
13.33 (brs, 1H) 



2 2 

*M*m 8~2i tmm<Di3&-e&rFv>itei®&'£ii£Ltzo 

(E)-6, 7-^F + ->-2- (4-it> + ->-3-^ b + v'X^'J AO - 

3, 1 -KyVitWJy- 4 
'H-NMR (DMS0-d 8 , 400MHz) 

8 ppm:1.34 (t, J=6. 9Hz, 3H), 3.83 (s, 3H), 3.89 (s. 3H), 3.94 (s, 3H), 

4.06 (q, J=6. 9Hz, 2H), 6.83 (d, J=16. 1Hz, 1H), 6.98 (d, J=8. 4Hz, 

1H), 7.08 (s, 1H), 7.20-7.5 (m, 3H), 7.66 (d, J=16. 1Hz, 1H) 

(E) -2- (3, 4 -V* h4-->Xf-'J;U) - 6 b*->- 3, 1 -OV 

•H-NMR (CDC1 3 , 400MHz) 



# • 
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2 7 

8 ppm : 3. 85-4. 0 (m, 9H), 6.66 (d, J=16. 0Hz, 1H), 6.91 (d, J=8. 3Hz, 1H), 
7.1-7.2 (m, 2H), 7.38 (dd, J=8. 9, 3.0Hz, 1H), 7.53 (d, J=8. 9Hz, 
1H), 7.61 (d, J=3.0Hz, 1H), 7.76 (d, J=16. OHz, 1H) 



(E) - 6-7th + ->-2 - (3, 4, 5-h'J> h + "J;l/) -3, 1 

-K.yV*WJ>- 4 
'H-NMR (DMSO-d 6 ,400MHz) 

d ppm: 2. 32 (s, 3H), 3.71 (s, 3H), 3.85 (s, 6H), 7. 05(d, J=16. 1Hz, 1H), 
7.19 (s, 2H), 7.65-7.9 (m, 4H) 



(E) - 8 -T-tr h*~>- 2 - (3. 4, 5 - h 'J * h U Jl<) - 3 , 1 

4 

•H-NMR (CDCl s ,400MHz) 

<5 ppm: 2. 47 (s, 3H), 3.91 (s, 3H), 3.93 (s, 6H), 6. 67(d, J=16. OHz, 1H), 
6.83 (s, 2H), 7.45-7.6 (m, 2H), 7.76 (d, J=16. OHz, 1H), 8. 12(dd, 
J=7.6, 1.7Hz, 1H) 

(E) -2- (3, + -6-y^v/-3, 1 — C>y 

'H-NMR (CDC1 3. 400MHz) 

6 ppm: 3. 92 (s, 3H), 3.936 (s, 3H), 3.938 (s, 3H), 6.66 (d, J=16. OHz, 
1H), 6.91 (d, J=8.3Hz, 1H), 7.1-7.45 (m, 3H), 7.53 (d, J=8. 9Hz, 
1H), 7.61 (d, J=2.9Hz, 1H), 7.76 (d, J=16. OHz, 1H) 



##0J 2 3 

(E) - 2 - (3, 4 -'J/ Y^cisisy+^J )VT U) - 5 - h Ko + S/ftA 

(E) - 3, 4 b*->'r4&M9n 'J K (147 mg) fcitf 5 - t Kd* 

•>T> ^USM^U (100 mg) *t*'jy> (2m£) (CfldX.. 8 0 XJT? 5 B#W 



2 8 

lm&m&VykT'fcftL, (E) -2- (3, 4 h f;l/T 
U) - 5 - b Ko+«>$IW> 5^1/ ( lOOmg) 
'H-NMR (DMSO-d 6 ,400MHz) 
5 5 ppm:3.80 (s, 3H), 3.83 (s. 3H), 3.85 (s, 3H). 6. 78(d, J=15. 5Hz. 1H), 
6.95-7.4 (m, 5H), 7.51 (d, J=15. 5Hz, 1H), 8.16 (d, J=9. 0Hz, 1H), 
9.68 (brs, 1H), 10.42 (s, 1H) 

mmmi 

10 (E) - 2- (3 -JC ^7 x /) K>XTi K 1 ) 

(E) -3-ih + '>HKl ( 448mg) ©F^x> ( 2. 5m*) IBSftlCftfb 
( 826mg) tS&tf1&Mm<DN, N-i?^fMwl/A7 5 K*SPX.T, 8 
0 ICC 3 B#|HHJD*!l Lfco R*:«[*«ffiT-e»*6 U » C 2-7; M 

>X7; K ( 314mg) fccfctfb'U^ ( 8 mt) &flnx.. 1 3 0 VX' 3 B#fiafln&jg 

metttt^ tsfnMTKs TKR^^^^i-^^ini^^L. (E) -2 - ( 

3-xh*->y>t^^7;;) ^>X7; K ( 458mg) 
1 H-NMR (CDCl s ,400MHz) 

<5 ppn : 1. 4-1. 5 (m, 3H), 4.08 (q, J=7. 0Hz, 2H), 6.48 (brs, 1H), 6.59 (d, 
20 J=15. 5Hz, 1H), 6.8-7.8 (in, 9H), 8.76 (d, J=8. 4Hz, 1H), 11.86 

(brs, 1H) 

(E) - 2- (3 -4 Vfatf*i/i'yl-*<{ A>T 5. J) <<>XT $ K (<fb£4& 
25 2 ) 

(E) - 3 -4 V 7 a (500 mg) ©h^x> (5rf) MttK 

mt?-*->l> (3rc£) fciC/N, N-^>fWA7; K 1 T&^fcU 80 o CT" 

{Ci&T^U ^T2-7;K>X7; K (693 mg) ^iDXIfiT 5 »W«»L 
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2 9 

) - 2- (3-^fV^Di|5+i/-»7-t>f;1.7i;) OXT$ K (738 mg) £ 

5 1 H — NMR (DMSO-de, 400MHz) 

6 ppm:1.28 (d, J=6. 0Hz, 6H), 4.65-4.8 (in, 1H), 6.83 (d, J=15. 6Hz, 1H), 

6.9-7.9 On, 9H), 8.30 (brs, 1H), 8.57 (dd, J=8. 4, 1. 0Hz, 1H), 
11.85 (s, 1H) 



io umn 3 

(E) - 2- ( 2 -x h + ->*;l/^;b-> ;b7 ; y ) 'OX?? K Ofb 

£#J3) 

(E) -2-xF + ^M-;l/KKI (295 mg) CD ( 2 mi) 

Kmt?-*-Jl (195 ^ 1) fcefctfN, N-'^f***A7S K 1 tt*flDx.* 
15 50MlB#HJ«#Lrt:o 8«fc&«ES*Lfc8L ^Mf h7t Ko77> (1 
si*) fcJg*¥U ^TT-2 — T $ y<>X7 $ K (456 mg) <Dr- h 5 t K077 

mmz*m&* ttz 0 1 mmmk. 1 »e*»<t^ h u * a»»u 

fccfcO'^i^^-^-trJIlI^^L. (E) - 2- (2-xh + -^W-A 
20 ->>7-^^7;;) OXTS K (418 mg) &mtz 0 
1 H - N M R (CDC1 3 , 400MHz) 

5 ppm:1.41 (t, J=7. 1Hz, 3H), 4.42 (q, J=7. 1Hz, 2H), 5.3-6.4 (br, 2H). 
6.46 (d, J=15.6Hz. 1H), 7.0-7.7 (m, 6H), 7. 95(dd, J=7. 9, 1. 2Hz, 
1H), 8.44 (d, J=15.6Hz, 1H), 8.82 (dd, J=8. 7, 1. 1Hz, 1H), 11.52 
25 (s, 1H) 



(E) - 2 - (3, 4 -V* h4-S/->>*-*'OUT $ /) OX7 i K UX&m 
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3 0 

4) 

'H-NMR (DMSO-de, 400MHz) 

d ppm:3.80 (s, 3H), 3.84 (s, 3H), 6.71 (d, J=15. 7Hz, 1H), 6.95-7.9 

(m, 8H), 8.28 (brs, 1H), 8.59 (dd, J=8. 4, 0. 9Hz, 1H), 11.80 
(s, 1H) 



(E) - 2 - (2, h4-->->>^^;UT$ y) OXTi K Ut&®} 

5) 

'H-NMR (DMS0-d 6 , 400MHz) 
10 8 ppm:3. 78 (s, 3H), 3.83 (s, 3H), 6.77 (d, J=15. 9Hz, 1H), 7.0-7.9 
(m. 8H), 8.31 (brs, 1H), 8.57 (dd, J=8. 4. 1. 0Hz, 1H), 11.98 
(s, 1H) 

(E) - 2- (3 -Oi?Jl'**i/i'>-t*:'(JlT 1 7) K>X7; K «b£«j 
15 6) 

'H-NMR (DMSO-de , 400MHz) 

«5 ppm:5. 17 (s, 2H), 6.85 (d. J=15. 6Hz, 1H). 7.0-7.9 (m, 14H). 8.31 
(brs, 1H), 8.5-8.65 (m, 1H), 11.88 (s, 1H) 



20 (E) -2 - (3-7h + ->->>W^7i;) OXTi K (fc&n 7 ) 
'H-NMR (DMSO-de, 400HHz) 

<5 ppm:0.95 (t, J=7. 4Hz, 3H), 1.4-1.8 (m, 4H) 4.03 (t, J=6. 5Hz. 2H), 
6.85 (d, J=15.7Hz, 1H), 6.9-7.9 (m, 9H), 8.30 (brs, 1H), 8.57 
(dd, J=8.3, 0.9Hz, 1H), 11.85 (s, 1H) 

25 

(E) - 2 - (4 VZ-i/i/ls-t^J )VT I J) OXTZ K ({fc£fe 8 ) 
'H-NMR (DMSO-de, 400MHz) 

6 ppm:3.80 (s, 3H), 6.64 (d, J=15. 6Hz, 1H), 6.9-7.9 (m, 9H), 8.27 
(brs, 1H). 8.57 (dd, J=8. 3, 0. 9Hz, 1H), 11.84 (s, 1H) 
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3 1 

(E) -2- (4 -Ji h -*-*>OUy 5 /) K «b^4b 9 ) 
1 H — NMR (DMS0-d 6 , 400MHz) 

5 ppm:1.34 (t, J=6. 9Hz, 3H), 4.08 (q, J=6. 9Hz, 2H), 6.63 (d, J=15. 6Hz, 

1H), 6.9-7.85 (m, 9H) 8.27 (brs, 1H), 8.5-8.7 (m, 1H). 11.84 (s, 
1H) 



(E) - 2- (8->?n^J/^ h+i/i/>t*'f*7 5 i /) 'OXTi K 
0ffc£4fc 1 0 ) 

1 H — NMR (DHS0-d 6 , 400MHz) 

6 ppm:0. 8-2. 0 (a, 11H), 3.84 (d, J=6. 1Hz, 2H), 6.5-8.1 (m, 10H), 8.32 
(brs, 1H), 8.57 (d. J=8. 2Hz, 1H), 11.85 (s, 1H) 

(E) - 2 - (3 h + ->->>t ; 6'f^7i n 'OXT; K 0ft£«5 1 1) 
1 H — NMR (DMS0-d 6 , 400MHz) 

6 ppm:3.81 (s, 3H), 6.84 (d, J=15. 7Hz, 1H), 6.9-7.9 (m. 9H). 8.30 
(brs, 1H), 8.57 (d, J=8. 2Hz, 1H), 11.87 (s, 1H) 

(E) - 2 - (2, 4 -if* b toT >0 OXT i K «b^«3 

1 2) 

* H - N M R (CDC1 a , 400HHz) 

<5 ppm:3.84 (s, 3H), 3.88 (s, 3H), 5.2-6.2 (br, 2H), 6. 46 (d, J=2. 4Hz, 
1H), 6.51 (dd, J=8.4, 2. 3Hz, 1H), 6.61 (d, J=15. 6Hz, 1H), 7.0- 
7.6 (m. 4H), 7.95 (d, J=15. 7Hz, 1H), 8.8-8.9 (m, 1H). 11.29(brs, 
1H) 

(E) — 2 — (2, 5 -5M h + ->-»t*-r^7;;) <>X7; K 
1 3) 

1 H — NMR (DMSO-de, 400MHz) 

6 ppm : 3. 77 (s, 3H), 3.82 (s, 3H), 6.82 (d, J=15. 7Hz, 1H), 6.9-8.6 (m, 
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3 2 

10H), 11.86 (s, 1H) 



(E) - 2 - (3-^hn^>^;|/7;y) K Offc£& 1 4) 

1 H - N M R (DMS0-d„ 400HHz) 
S ppm : 7. 0-8. 7 Cm, 12H), 11. 89 (s, 1H) 

(E) - 2 - (4 3-JUi/>j-*s(jUTZ y) K GtS® 1 5) 

'H-NMR (DMSO-de, 400MHz) 

5 ppm : 2. 33 (s, 3H), 6. 73 (d, J=15. 6Hz, 1H), 7. 1-7. 9 (m, 9H), 8. 29(brs, 

1H), 8.57 (dd, J=8.3, 0.9Hz, 1H), 11. 89 (s, 1H) 

(E) - 2 - (3 -x. h*$/- 4 - y h^v/->>^-T;l/T i 7) <^X7; K 

«fc£$> 16) 

'H-NMR (DHSO-d s , 400MHz) 

6 ppm: 1.35 (t, J=6. 9Hz, 3H), 3.79 (s, 3H), 4.09 (q. J=6. 9Hz. 2H), 6.70 

(d, J=15. 5Hz, 1H), 6.9-7.9 Cm, 8H). 8.29 (brs, 1H), 8.58 (dd, 
J=8.4, 1.0Hz, 1H), 11.78 (s, 1H) 

(E) - 2 - (4 -x. h*->- 3 -/ F + ^->>f^;|/7iy) OXT i K 
1 7 ) 

'H-NMR (DMS0-d 6 , 400MHz) 

<S ppm: 1.33 (t, J=6. 9Hz, 3H), 3.83 (s, 3H), 4.05 (q, J=6. 9Hz, 2H), 6.71 
(d, J=15. 5Hz, 1H), 6.9-8.4 (m, 9H). 8.59 (dd, J=8. 4, 1. 0Hz, 1H), 
11.80 (s, 1H) 

(E) - 2 - (4-->7/ ^>i-^-{ JIT i /) 'OXTS K 0ffc£$J 1 8) 
'H-NMR (DMSO-de, 400MHz) 

6 ppm: 7. 03 (d, J=15. 6Hz, 1H), 7.1-8.4 (m, 10H), 8.57 (dd, J=8. 3, 
0.9Hz, 1H), 11.95 (s, 1H) 



WO 97/09301 PCT/JP96/02415 

3 3 

(E) -N-r^;u-2- (3, 4-vM h+->->>t^;b7?;) 'OXT 
$ K Ut&® 1 9 ) 
•H-NMRCCDClsMOOHHz) 

8 ppm:0. 98 (t, J=7. 3Hz, 3H), 1.3-1.8 Cm, 4H), 3.46 (td, J=7. 1, 5. 7Hz, 
5 2H), 3.92 (s, 3H), 3.96 (s, 3H), 6.28 (brs, 1H), 6.48 (d. 

J=15. 5Hz, 1H), 6.87 (d, J=8. 2Hz, 1H), 7.0-7.6 (m, 5H), 7.68 (d, 
J=15.6Hz, 1H), 8.75 (dd, J=8. 4, 0. 9Hz. 1H), 11.30 (s, 1H) 

(E) — 2 — (3, A -'J/ h + i/y>W;l/T;y) — N— (3-7x-;l/ 
10 7a b°;l/) OXT 5 K Ub&m 2 0 ) 
•H-NMRCCDCl,, 400MHz) 

6 ppm : 1. 95-2. 05 (m, 2H), 2.76 (t, J=7. 4Hz, 2H), 3.45-3. 55 (m, 2H), 

3.92 (s, 3H), 3.95 (s, 3H), 6.28 (brs, 1H), 6.47 (d, J=15. 5Hz, 
1H), 6.8-7.55 Cm, 11H), 7.67 (d, J=15. 5Hz, 1H), 8.65-8.8(m, 1H), 
15 11.29 (s, 1H) 

(E) - 2 - (2 -xh + ->->>7-^;l/7;;) K (ftd*2 1) 

•H-NMRCCDCl s , 400MHz) 

5 ppm: 1.50 (t, J=6. 9Hz. 3H), 4.12 (q, J=6. 9Hz, 2H), 6.26 (brs, 1H), 
20 6.73 (d, J=15. 7Hz, 1H), 6.8-7.8 (m, 8H), 8.03 (d, J=15. 7Hz, 1H), 

8.79 (dd, J=8. 4, 0. 8Hz, 1H). 11.71 (s, 1H) 

(E) - 2- (3-^nDi/>t^;l/7;;) 5 K 0ft£#J2 2) 

1 H - N M R (DMSO-de, 400MHz) 
25 <5 ppm: 6. 95 (d, J=15. 6Hz, 1H), 7.0-8.6 (m, 11H), 11.88 (s, 1H) 

(E) - 2 - (3 -7;l/tnv/>^A7S /) K>X7; K «b^«| 2 3) 
* H - N M R (DMS0-d„, 400MHz) 

5 ppm: 6. 93 (d, J=15. 6Hz, 1H), 7.1-7.95 (ra, 9H), 8.32 (brs, 1H), 8.58 
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3 4 

(dd, J=8.3, 0.9Hz, 1H), 11.91 (s, 1H) 

(E) -2 - (2-^ V^ri/'yyi-^-( )IT ^ J) OXTi K 0ft£$l2 4) 
1 H - N M R (DMSO-d., 400MHz) 
5 5 ppm: 3. 88 (s, 3H), 6.76 (d, J=15. 7Hz, 1H), 6.9-7.9 (m, 9H) 8.30 (brs. 

1H). 8.58 (dd, J=8.3, 0. 9Hz, 1H), 11.92 (s. 1H) 

(E) -2- (2, 4, h + ->y>t^;b7;;) 'OXT; K ( 

<t&®} 2 5 ) 
10 'H-NMR (DMSO-d , , 400MHz) 

<5 ppm:3.77 (s, 3H), 3.84 (s, 3H), 3.87 (s, 3H), 6. 68(d, J=15. 6Hz, 1H), 
6.72 (s, 1H), 7.0-7.9 (m. 6H), 8.28 (brs, 1H), 8.58 (d, J=8. 3Hz, 
1H), 11.75 (s, 1H) 

15 (E)-2-(3, 4, 5 - h 'J ^ h * •> •> ^ ;l/7 ; ) 'OXT ; K ( 

it^%2 6) 
'H-NMR (DMS0-d„ 400MHz) 

5 ppm: 3. 69 (s, 3H), 3.84 (s, 6H), 6.83 (d, J=15. 5Hz, 1H). 7. 07(s, 2H), 

7.1-8.7 (m, 7H), 11.80 (s. 1H) 

20 

(E) -2-y>7-^^7iy<>X7; K Wt£4& 2 7) 
'H-NMR (DMSO-d «, 400MHz) 

<5 ppm : 6. 80 (d, J=15. 7Hz, 1H), 7. 1-7. 9 (m, 10H), 8. 28 (brs, 1H), 8. 57 
(dd, J=8.4, 0.9Hz, 1H), 11.91 (s, 1H) 

25 

(E) - 2- (4 - ^ODy>t^;|/7;;) OX7; K Mfc^tt 2 8) 
'H-NMR (DMSO-d , , 400MHz) 

6 ppm: 6. 85 (d, J=15. 6Hz, 1H), 7.0-7.9 (a, 9H), 8.28 (brs, 1H), 8.57 

(d, J=7.8Hz, 1H). 11.90 (s, 1H) 
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3 5 

(E) -2- (4-t Kd + ->-3-> h + ->i/>t^;l/7;;) 
K Ut&® 2 9 ) 
'H-NMRCCDCls, 400MHz) 

5 ppm:3.98 (s, 3H), 6.09 (brs, 1H), 6.58 (d, J=15. 8Hz, 1H), 6.9-8.2 
5 (m, 8H) 

(E) -2- (3, 4-yfl/>^->-»^^7;;) ^<>XTi K ( 
<t&® 3 0 ) 
1 H - N M R (DMS0-d 6 , 400MHz) 
10 <5 ppm:6. 20 (s, 2H), 6.80 (d, J=15. 5Hz, 1H), 7.07 (d, J=8. 0Hz, 1H), 
7.2-8.0 Cm, 7H), 8.39 (brs, 1H), 8.70 (dd, J=8. 4, 1. OHz, 1H), 
11.94 (s, 1H) 

(E)-2-(2, 3, h + ->->>7-^^7i;) ^>X7; F ( 

is vc^m 3 1 ) 

1 H - N M R (DMSO-d, , 400MHz) 

6 ppm:3. 77 (s, 3H), 3.84 (s, 3H), 3.85 (s, 3H), 6. 68(d, J=15. 8Hz, 1H), 

6.89 (d, J=8. 8Hz, 1H), 7.05-8.4 (m, 7H), 8.59 (d, J=8. 3Hz, 1H), 
11.93 (s, 1H) 

20 

(E) -2 - (3, 5-v^ h + ->->>t ; &'f;l/7; /) OX7; K Oft£$) 
3 2) 

1 H - N M R (DMSO-de , 400MHz) 

6 ppm : 3. 80 (s, 6H), 6.45-7.9 (m. 9H), 8.30 (brs, 1H), 8. 57 (d, J=7. 6Hz. 
25 1H), 11.83 (s, 1H) 

(E) - 2- (4-7-bf;l/y>t^;l/7;/) ^<>X7; K (M3 3) 
1 H — NMR (DMSO-de, 400MHz) 

5 ppm: 2. 60 (s, 3H), 6.96 (d, J=15. 7Hz, 1H), 7.1-7.85 (m, 5H), 7.87 
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3 6 

(d, J=8.4Hz, 2H), 7.98 (d. J=8. 4Hz, 2H), 8.28 (brs. 1H), 8.57 
(dd, J=8.4, 1.0Hz, 1H), 11.94 (s, 1H) 

(E) - 2- (4 ;l/->>t^;l/7; J) OX7i K 
5 ' «9 3 4 ) 

1 H - N M R (DMSO-d, , 400MHz) 

5 ppm:3.24 (s, 3H), 7.01 (d, J=15. 7Hz, 1H), 7.1-7.85 (m, 5H), 7.95 

(d, J=8.6Hz, 2H), 7.99 (d, J=8. 6Hz, 2H), 8.28 (brs, 1H), 8.56 
(dd, J=8. 4, 1.0Hz, 1H), 11.94 (s, 1H) 

10 

(E) - 2 - (3, 5 - i?/ h + ->- 4 -ih + i/i'm>f^7 I J~) OX 
T 5 K «b£4& 3 5 ) 
'H-NMR (CDCl 3 ,400MHz) 

6 ppm:l. 37 (t, J=7. 1Hz, 3H), 3.90 (s, 6H), 4.10 (q. J=7. 1Hz, 2H), 5.45 
15 -6.45 (br, 2H). 6.51 (d, J=15. 5Hz, 1H), 6.80 (s, 2H), 7.05-7.6 

(m, 3H), 7.65 (d, J=15. 5Hz, 1H), 8.82 (dd, J=8. 8, 1. 1Hz, 1H), 
11.44 (s, IB) 

2 - (3-7x-;^ot'tO'f;l/7 $ /) <>X7 $ K Mk^4&3 6) 
20 'H-NMR (DMSO-de, 400MHz) 

S ppm:7. 1-8.5 (m, 11H), 12.39 (brs, 1H) 

(E) -2- (2, 4, 6 - MJ> h + '^^T-^^; /) OXTi K ( 
3 7 ) 

25 'H-NMR (DMS0-d e , 400MHz) 

<5 ppm:3.84 (s, 3H), 3.88 (s, 6H), 6.31 (s, 2H), 6. 78(d, J=15. 8Hz, 1H), 
7.05-7.85 (m, 4H), 7.91 (d, J=15. 8Hz, 1H), 8.27 (brs, 1H), 8.60 
(dd, J=8.4, 1. 0Hz, 1H), 11.86 (s, 1H) 
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3 7 

(E) - 2- (3, 4 -if- 1/> J*** •>•>:/•*-* -OUT 5 y) sOXTS. K ( 
3 8 ) 

'H-NMR (DMS0-d„ 400HHz) 

6 ppm:4.2-4. 4 (m, 4H), 6.65 (d, J=15. 6Hz, 1H), 6.89 (d, J=8. 4Hz, 1H), 
5 7.1-7.9 (m, 7H), 8.29 (brs, 1H), 8.57 (d, J=8. 4Hz, 1H), 11.81 

(s, 1H) 

(E) - 2 - (3, 4 -=J* h + v'i/y^^UT 5 7) — N — (2 - : J / =f-)V 
10 7;yxf;l,) <>X7; K (MS 9) 

2-7iy-N- (2 -^?-;UT $ ;xf;l/) «>XT$ K ( 500mg) S-t" 
h7tKn75> (10bi£) izi&frL^ h U if-^UT 5 > ( 370^1 ) (E 
) -3, A -'J/ h*-S"W&8^u V K (600 mg) *J|]JtM"T? 1 5 B£fa8t# 

15 IS*ifc«JBET"C«ttL;fco 5 y f;Hfc-> 'J * 7 A ^ d v h ^ 

77^- <*m*Jfc : ft»J^<rtO "WMBMHU (E) - 2- (3, 4-i?y 
h^->->>t^;l/Ti;) -N- (2-i?>^7;yxf;l/) OXT 5 K 
(416 mg) Zmco 
'H-NMR (CDC1 3, 400MHz) 
2.0 6 ppm:2.28 (s, 6H), 2.55 (t, J=5. 9Hz, 2H), 3.45-3.55 (m, 2H), 3.92 

(s, 3H), 3.96 (s, 3H), 6.49 (d, J=15. 5Hz, 1H), 6.87 (d, J=8. 3Hz, 
1H), 7.00-7.20 (m, 4H), 7.45-7.55 (m, 2H), 7.69 (d, J=15. 5Hz, 
1H), 8.78 (d. J=8.0Hz, 1H), 11.48 (s, 1H) 

25 mmm e 

(E) -N- (2-i?yf;l/7;yxf;l.) -2- (4-xf- + ->-3-y 
-> : y >i~^<{ )VT i y) OX7; K ttt£r^ 4 0) 
'H-NMR (CDCl 3 ,400MHz) 
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3 8 

<5 ppm:1.49 (t. J=7. 0Hz, 3H), 2.29 (s, 6H), 2.55 (t, J=5. 9Hz, 2H), 

3.45-3.6 (m, 2B), 3.95 (s, 3H), 4.15 (q, J=7. 0Hz, 2H), 6.49 (d, 
J=15.5Hz, 1H), 6.87 (d. J=8. 4Hz, 1H), 6.95-7.6 (m, 6H), 7.68 (d, 
J=15.5Hz, 1H), 8.79 (d, J=8. 7Hz, 1H), 11.47 (s, IB) 

5 

(E) -N- (2-WW;yxf-;l/) - 2- (3, 4, h + -> 

•>>7-^;l/7;y) OXTl K 0ft£^4 1) 
'H-NMR (CDC1 3 , 400MHz) 

6 ppm:2.29 (s, 6H), 2.56 (t. J=5. 9Hz, 2H), 3.45-3.60 (m, 2H), 3.88 (s, 
10 3H), 3.92 (s, 6H), 6.53 (d, J=15. 5Hz, IB), 6.80 (s, 2H), 7.05- 

7.6 On, 4H), 7.65 (d, J=15. 5Hz, 1H), 8. 78(d, J=8. 3Hz, 1H), 11.51 
(s, 1H) 

(E) - 2 - (3, 4 - it* Y*-is^>1-*:4 )1>T ;/) -N- C2 - (2-t 
15 Fo*->ih + v') ^ )V) OXTi K at^4 2) 
'H-NMR (CDC1 S . 400MHz) 

6 ppm : 3. 05-3. 15 (m, 1H), 3.60-3.85 (m. 8H), 3.93 (s, 3H), 3. 97(s, 3H). 
6.43 (d, J=15. 5Hz, 1H), 6.88 (d, J=8. 3Hz, 1H), 6. 95-7. 05 (m, 1H), 
7.12 (d, J=1.8Hz, 1H), 7.17 (dd, J=8. 3. 1. 8Hz, 1H), 7. 35-7. 50 (m, 
20 3H), 7.69 (d, J=15. 5Hz, 1H), 8.56 (d, J=8. 3Hz, 1H), 11.15(8. 1H) 

(E) -N- [2 - (2-t KD^i/xh + y) A*-A0 -2- (3, 4, 5- 
MM h + >>->>t^^7i;) K^XTi K ({b^4 3) 
'H-NMR (CDCls,400MHz) 

25 5 ppm : 2. 90-3. 00 (m, 1H), 3.60-3.85 (m, 8H), 3.89 (s, 3H), 3. 93(s, 6H), 

6.48 (d, J=15.5Hz, 1H), 6.82 (s, 2H), 6.95-7.05 (m, 1H), 7.25- 

7.55 (m, 3H), 7.66 (d, J=15. 5Hz, 1H), 8.55-8.65 (m, 1H), 11.21 
(s, IB) 
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3 9 

(E) -2- (4 -jc h + ->- 3 -jt Y^-'y'yyi-^^ )VT X y) — N- C2- 
(2 -b Ko*->jih^» x.*-Afl ^>X7; K at£-#j4 4) 
'H-NMR (CDCl,,400MHz) 

8 ppm:1.49 (t, J=7. 0Hz, 3H), 2.85-3.00 (br, 1H), 3.60-3.85 (m, 8H), 
5 3.95(s. 3H), 4.15 (q, J=7. 0Hz, 2H), 6.43 (d, J=15. 5Hz, 1H), 6.87 

(d, J=8.2Hz, 1H), 6.95-7.5 (m, 6H). 7.68 (d, J=15. 5Hz, 1H), 8.59 
(d, J=8.3Hz, 1H), 11.16 (s, 1H) 

(E) -N- (2-bKD4- , >if;l') —2 - (3, 4. 5 - h U y h * > > 
10 t^;l/7iy) <VX7; K «fc£$l4 5) 

'H-NMR (CDCls,400MHz) 

<5 ppm:2.37 (t, J=5. 0Hz, 1H), 3.55-3.70 (m, 2H), 3.80-4.00 (m, 11H), 

6.50 (d, J=15. 5Hz, 1H), 6.80 (s, 2H), 6.85-6.95 (m, 1H), 7.00- 

7.15 (m, 1H), 7.45-7.55 (m, 2H), 7.65 (d, J=15. 5Hz, 1H), 8.65- 

15 8.75 Cm, 1H), 11.26 (s. 1H) 

(E) - 2 - (3, 4-i?J V* : s is Is**: 4 ;UT 5 y) -N- (2-t Kd + 
•>jl^/U) K Ut&mA 6) 

'H-NMR (CDC1,, 400MHz) 
20 6 ppm : 2. 40-2. 65 (br, 1H), 3. 60-3. 95 (m, 7H), 3.96 (s, 3H), 6.45 (d, 
J=15. 5Hz, 1H), 6.80-7.20 (m, 5H), 7.40-7.55 (m, 2H), 7.68 (d. 
J=15. 5Hz, 1H), 8.6-8.75 (m, 1H), 11.20 (s. 1H) 

(E) - 2 - (3, 4 - itjt b << ;UT is") — N— (4 - b Ko + 

25 i/7f-)V) K>XTZ K Ut&yjA 7) 
'H-NMR (DMSO-d„ 400MHz) 

«5 ppm : 1. 40-1. 70 (m, 4H), 3.20-3.50 (m, 4H), 3.80 (s. 3H), 3. 84 (s, 3H), 
4. 40 (t, J=5. 1Hz, 1H), 6. 75 (d, J=15. 5Hz, 1H), 6. 99 (d. J=8. 4Hz, 
1H), 7.10-7.60 (m, 5H), 7.75 (dd, 3=7. 9, 1. 4Hz, 1H), 8.55 (dd. 



WO 97/09301 PCT/JP96/02415 

4 0 

J=8.4, 1.0Hz, 1H), 8.70-8.80 (m, 1H), 11.49 (s, 1H) 

(E) -N- (4 -t Kn4-->7f;l/) — 2- (3, 4, h + yy> 

5 'H-NMR (DMSO-da, 400MHz) 

<5 ppm : 1. 40-1. 70 (m, 4H), 3.20-3.50 (m, 4H), 3.70 (s, 3H), 3. 85(s, 6H), 
4.41 (t, J=5. 1Hz, 1H), 6.85(d, J=15. 5Hz, 1H), 7. 08(s, 2H), 7.10- 
7.60 (m, 3H), 7.75 (dd, J=7. 9, 1. 4Hz, 1H). 8.55 (dd, J=8. 4, 1.0 
Hz, 1H). 8.70-8.85 (a, 1H), 11.52 (s, 1H) 

10 

(E) - 2 - (3 -.x h**>- 4 -jt \-3r>i/'>>±^JVTz. S) -N- (2 
-h Ko + ->xf;l/) K>X7; K (fb£«M 9) 
'H-NMR (CDCls,400MHz) 

<5 ppm: 1.52 (t, J=7. 0Hz, 3H). 2.44 (t, J=5. 1Hz, 1H). 3. 55-3.70 (m, 2H), 
15 3.80-4.00 (m, 5H), 4.17 (q, J=7. 0Hz, 2H), 6.44(d, J=15. 5Hz, 1H), 

6.80-7.20 (m, 5H), 7.40-7.55 (m, 2H), 7.67 (d, J=15. 5Hz, 1H), 
8. 65-8.75 (m, 1H), 11.20 (s, 1H) 

(E) — N — [2 - Ct'X T$y) xf;H - 2- ( 

20 3, 4 h + i"»t^>f^7;y) ^OXT^ K (ft^5 0) 

'H-NMR (CDCl3,400MHz) 

<5ppm : 2. 45-3. 65 (m, 12H), 3.92 (s, 3H), 3.96 (s, 3H), 6.46 (d, J=15. 5 
Hz, 1H), 6.87 (d, J=8. 3Hz, 1H), 6.95-7.45 (m, 4H), 7.54 (dd, 
J=7.8, 1.2Hz, 1H), 7.67 (d, J=15. 5Hz, 1H), 8. 05(t, J=5. 3Hz, 1H), 
25 8.47 (d. J=8.3Hz, 1H), 11.11 (s, 1H) 

(E) — N— [2 - (t'X + T I i^;!/) - 2- ( 

3, 4, 5-HJ> h + ->v>WM;y) K (ft^5 1) 

•H-NMR (CDC1„ 400MHz) 
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4 1 

Sppm : 2.56 (t, J=4. 6Hz, 4H), 2.69 (t, J=5. 1Hz, 2H), 3.45-3.65 (m, 6H), 

3.89 (s, 3H), 3.92 (s, 6H), 6.51 (d, J=15. 5Hz, 1H), 6. 81(s, 2H), 

6.95-7.5 (n>, 2H), 7.55 (dd, J=7. 9, 1. 3Hz, 1H), 7. 65 (d, J=15. 5Hz, 

1H), 8.04 (t, J=5.3Hz, 1H), 8.50 (dd, J=8. 3, 0. 8Hz, 1H), 11. 18 
5 (s, 1H) 



2 - (a -<>T7 - 3, 4 - i?t h -OUT i J ) 'OX? $ K (it 
^5 2) 

10 a-i/TJ-Z, 4 -S>V h*v"W£g? ( 200mg) <D hJlJ-> (Zm£) mm 

$y<>XT5 k ( i20mg) fc«fctf ey (3m/) ^flnxMi? 5 B#mii# l 

15 TkRtf ^^i-^;l/Tm*C&7£U 2 - (a - 5/ TV - 3, 4 - i? * h 

*yi/>t^;l/7U) OX7 5 K ( 170mg) 
'H-NMR (DMS0-d 6 , 400MHz) 

6 ppm:3.83 (s, 3H), 3.88 (s, 3H), 7.1-8.0 (m, 7H), 8.33 (s, 1H), 8.39 
(brs, 1H), 8.57 (dd, J=8. 4, 0. 9Hz, 1H), 12.86 (s, 1H) 

20 

2- (£-->7V-3, i- ; J* h * is J JUT i /) OXTZ K (-ft 

^5 3) 
25 'H-NMR (CDCl 3 ,400MHz) 

6 ppm:3.95 (s, 3H), 3.97 (s, 3H), 5.4-5.8 (br, 1H), 6.1-6.5 (br, 1H), 
6. 9-7. 7 (m, 7H), 8. 90 (dd, J=8. 9, 1. 1Hz, 1H). 11. 76 (s, 1H) 
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4 2 

(E) - 2- (3, 4-v>> h + y->>t^;l'7;;) — N, N-SMf-^UK 
>X7; K (ft^lS 4) 

(E) -2- (3, 4-^ h + ^f'JW-S, 1 If v? >- 

4-;*y ( lOOmg) feiffSM^PTS >^Hig (80mg) {Ch"'J>?> (lsf) *> 
5 cbCK H U = > (0. 13m£) £flD;L> 115^1?18«rlHaDJIfc Lfco - RJfittC 2 

**Mo?ifcfr U ^tKSS^v •> AT«!M«M£Mlr U (E) - 2— (3 
, 4-i?y h + i'i'^^^Ti;) — N, N-^/fMvXT; K (95mg 

) *»fco 

10 'H-NMRCCDCls^OOHHz) 

<5 ppm : 3. 0-3. 25 (m, 6H), 3.92 (s, 3H), 3.95 (s, 3H), 6.44 (d, J=15. 5Hz, 
1H), 6.8-7.8 (m, 7H), 8.39 (d, J=8. 3 Hz, 1H), 9.34 (s, 1H) 

MM&I 1 0 

15 (E) -2 - (4 -5M ^7UT S J >>^^-f i /) OXTS K ({b^fe 

5 5) 

(E) - 2- (4-^f;l/7i;xf'J;l/) -3, 1 -O !/***S> >- 
4 *y-;u (5m£> *iJ;t>*i&ffc/^u> (5mO ©«£»ME(::*jfr» L 
. 2 8%T>^T7K (2bi£) £flDX.5 OtT'l 0#|HTOD*&Lfco *«E*«JEe 
20 *Lfc8L »&ftfcM*#ffc^f-U>Tifci£U (E) - 2- (4->7f;l/ 
7; y-> >^- J 6'f ^l/T ^ y ) ^<>X7i K (24mg) %%tz 0 
'H-NMR (DMSO-d B , 400MHz) 

6 ppm : 2.98 (s, 6H), 6.46 (d, J=15. 5Hz, 1H), 6.72 (d, J=8. 8Hz, 2H), 

7.05-7.6 (m, 5H), 7.70 (brs, 1H), 7.80 (d, J=6. 9Hz, 1H), 8.27 
25 (brs, 1H), 8. 59 (d, J=8. 1Hz, 1H), 11. 79 (s, 1H) 

mmm 1 1 

(E) -4, 5 h*->- 2 - (3, 4-^^h + ->i/>t^;l/7;/) 
— N— (2 - t KD + ->xf;|/) K UtS® 5 6) 
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4 3 

(E) -6, 7-^n + ^-2 - (3, h + ->^f;;l/) -3, 1 

— 4 (100 mg) CDN, N-i^y W;l/A7; K (2 

m£) mmz.2-7\j3-*J-)\, (50mg) **D^.M'C 2 4B#|HHl#L;fco 

ffcStf* 5JRL^a^^xf;l/i-r;i/t^L, (E) -4, 5-S»h* 
*>- 2 - (3, 4 -^^ h4-->v'W-*>OI/7 5 /) -N- (2 - 1 Kn + ->x 

<>X7; K (87«g) £*§fco 
1 H — NMR (DMS0-d B .400MHz) 

5 ppm : 3. 3-3. 45 (m, 2H), 3. 5-3. 65 (m, 2H), 3.79 (s, 3H), 3.80 (s, 3H), 
3.81 (s, 3H), 3.84 (s, 3H), 4.80 (t, J=5. 6Hz, 1H), 6.71 (d, 
J=15.5Hz, 1H), 6.98 (d, J=8. 5Hz. 1H), 7.15-7.45 (m, 3H), 7. 51(d, 
J=15.5Hz, 1H), 8.40 (s, 1H). 8.67 (t, J=5. 5Hz, 1H), 11. 96(s, 1H) 

mmm 1 2 

(E)-4, 5 -*J* h + ->- 2 - (3, 4, 5 - h IM h >f ;UT 

5 /) <>X7; K (M5 7) 

(E)-6, 7 - v>V h**>- 2 - (3, 4, 5- h*->X^U;l/) - 
3, 1 -^>*/tJ-+-9-^>- 4 (562 mg) £2 8 %T>^~T7k (50m£) 

cflnx.. M"T?TB#iHHt#Lfco *rtii«a*51KU *x &<b^ 1/ * y - 
^©«£»»Rtf&fb/f-u>T?«&ife*u (E) -a, 5-^h + ^-2 

-(3, 4. h*yy>W;l/7iy) K (302 mg) ^ 

1 H — NMR (DMSO-d., 400MHz) 

6 ppm:3.70 (s, 3H), 3.75-3.95 (m, 12H), 6.78 (d, J=15. 6Hz, 1H), 7.04(s, 

2H), 7.39 (s, 1H), 7.45-7.65 (m, 2H), 8.21 (brs, 1H), 8.43 (s, 
1H), 12.24 (s, 1H) 

mmm 1 3 

mm\ 9~ 1 2 £H*©#£"mT©ffc£4**£fifcLfco 
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4 4 

(E) -2- (3. 4-->V b + ->i/>t^/l/7?;) -N-^f;KyX7 

5 K tft£«9 5 8 ) 
'H-NMRCCDCl*. 400MHz) 

6 ppm:3.03 (d, J=4. 9Hz, 3H), 3.93 (s, 3H), 3.96 (s, 3H), 6.38 (brs, 

1H), 6.49 (d, J=15.5Hz, 1H), 6.8-7.6 (m, 6H), 7.69 (d, J=15. 5Hz, 
1H), 8.74 (d, J=8.3Bz, 1H), 11.30 (s, 1H) 



(E) -N-->? D-^ri/yMfVl/- 2 - (3, h + i/-»t^^7 

5 /) <>X7; K (ft£«9 5 9) 
10 1 H - N M R (DMSO-d , , 400MHz) 

6 ppm:0. 8-1. 8 (m, 11H), 3.1-3.2 (m. 2H), 3.80 (s, 3H), 3.84 (s. 3H), 

6.74 (d, J=15.5Hz, 1H), 6.9-7.8 (m, 7H), 8.52 (d, J=8. 4Hz, 1H), 
8.7-8.8 (m. 1H), 11.44 (s, IB) 

15 (E)-2-(3, 4 -5M h* /UTS ^) -N-b Kn*X> 

XT S K «b&4fe 6 0 ) 
'H-NMR(CDC1 3, 400MHz) 

<5 ppm:3. 93 (s, 3H), 3.94 (s, 3H), 6.68 (d, J=16. 0Hz, 1H), 6.85-7.85 
(m, 7H), 8.22 (dd, J=7. 9, 1. 5Hz, 1H) 

20 

(E) - 4, 5-^^ + ->-2- (4-xh + ->-3-y h*->->>-*-*-r/U 
7;>) — N — (2-fc Kn + ->xf;l/) 'OXT; K Offc^BB 6 1) 
1 H — NMR (DMS0-d 6 . 400MHz) 

<5 ppm:l. 33 (t, J=7. 0Hz, 3H), 3.2-3.6 (m, 4H), 3.80 (s, 3H), 3.81 (s, 
25 3H), 3.84 (s, 3H), 4.05 (q, J=7. 0Hz, 2H), 4.7-4.9 (■. 1H). 6.70 

(d, J=15.5Hz, 1H), 6.96 (d, J=8. 3Hz, 1H), 7.1-7.4 (m, 3H), 7. 51 
(d, J=15.5Hz, 1H), 8.40 (s, 1H), 8.6-8.75 Cm, 1H), 11.95 (s, 1H) 



(E) -2- (3, 4 ->M h + ->'>>^-^-f )VT I J ) -N- (2-tKo + 
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4 5 

->o^;b) -5-^ h + i/OXT5 K 0fb£%6 2) 
1 H - N M R (DMS0-d 6 , 400MHz) 

6 ppm:3.2-3.6 (m, 4H), 3.79 (s, 3H), 3.80 (s, 3H),3.83 (s, 3H), 4.80 
(t, J=5. 7Hz, 1H), 6.73 (d, J=15. 5Hz, 1H), 6.98 (d, J=8. 4Hz, 1H), 
5 7.05-7.45 (m, 4H), 7.50 (d, J=15. 5Hz, 1H), 8.35-8.8 (m, 2H), 

11.09 (s, 1H) 

(E) - 5-hKo*«>-2 - (8, 4, F + v/i/^T-^^Ti; 

) <VX7; K (ft&tte 3) 
10 1 H — NMR (DMS0-d« , 400MHz) 

6 ppm:3.69 (s, 3H), 3.84 (s, 6H), 6.79 (d, J=15. 5Hz, 1H), 6.85-7.2 (m, 
4H), 7.48 (d, J=15.5Hz, 1H), 7.60 (brs, 1H), 8. 15(brs, 1H), 8.29 
(d, J=8. 9Hz, 1H), 9. 53 (brs, 1H). 11. 14 (s, 1H) 

15 (E) - 3 - t Fo + y- 2 - (3, 4, 5 - h U / V *-.'> > > + )VT I J 

) s<>XTi K at&®6 4) 
1 H - N M R (DMSO-d. , 400MHz) 

5 ppm:3.70 (s, 3H), 3.84 (s, 6H), 6.9-7.6 (m, 8H), 7.90 (brs, 1H), 

9.80-9.95 (br, 1H), 10.50-10.65 (br, 1H) 

20 

(E) - 4, 5 -5M h*-> - 2 - (4-xh + ->-3-^ >±*4Jl 
T$y) OXTi K (ftM6 5) 
' H — NMR (DMSO-d, , 400MHz) 

6 ppm:1.34 (t, J=6. 9Hz, 3H), 3.80 (s, 3H), 3.81 (s, 3H), 3.83 (s, 3H), 
25 4.05 (q, J=6. 9Hz, 2H), 6.67 (d, J=15. 5Hz, 1H), 6.97 (d, J=8. 4Hz, 

1H), 7.1-7.65 Cm, 5H), 8.22 (brs, 1H), 8.44 (s, 1H), 12.23 (s, 
1H) 

(E)-4, 5 b^ris- 2 - (3, 4 - 'J/ h 4- : s > >i~^-( JlT i J ) 
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4 6 

-OXTl K (M6 6) 
'H-NMR (DMSO-de, 400HHz) 

<5 ppm : 3. 65-4. 05 (m, 12H), 6. 68 (d, J=15. 6Hz, 1H), 6. 99 (d, J=8. 4Hz, 
1H), 7.15-7.7 (m, 5H), 8.15-8.25 (br, 1H), 8.43 (s, 1H), 12.23 
5 (s, 1H) 

(E) - 2- (3, A -'J/ h + ->y>7-^;l/7;y) -5-n*->^X 
7; K (ft^ft 6 7 ) 
'H-NMR (CD 9 0D, 400MHz) 
10 <5 ppm: 3. 89 (s, 3H), 3.96 (s, 3H), 3.99 (s, 3H), 6. 56(d, J=15. 6Hz, 1H), 
6.97 (d, J=8.5Hz, 1H), 7.05-7.4 (m, 4H), 7.64 (d, J=15. 6Hz, 1H), 
8.54 (d, J=9. 1Hz, 1H) 

mmm 1 4 

15 (E) - 2- i2 -i3)V^i/iy>±=e-()VT l K>X7; K (fk£«S 6 8 
) 

(E) - 2- (2 U;i/) -3, l -s<>Vy!r*Wy- 4 - 

(20mg) ^MT2 8%T>*^T7K ( 1 >af ) ICflDX. 1 0#KHH#Lfc o K 
l6*iria3e*Bfc*3!lD*TttttlcL^ «ftti4ft**»LA:a7Ki5feL, (E) - 2- 
20 (2 -^l/tf^i/v'^e^T $ K (21mg) *»A: 0 

'H-NMR (DMS0-d„ 400MHz) 

<5 ppm: 6. 69 (d, J=15. 6Hz, 1H), 7.45-7.95 (m, 8H), 8.25-8.40 (m, 2H), 
8.59 (d, J=8.4Hz, 1H), 11.95 (s, 1H), 13.24 (brs, 1H) 

25 umm 1 5 

(E) - 2 - (3, S-if* VJ-i'- 4 -t Ka^y->>7-€^;l/7i/) 'O 
XT $ K 6 9 ) 

(E) - 4-7th*i/-3, 5-iM h*'>^rWK» (70mg) ( 
^{CJ^-ft^^— ;U (38// 1) *>J;tfN, N-i?> W>/PA7; K 1 « 
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4 7 

&im*-. 8ot-e3 o&fsmmLtzo Kfomzmmmmi. jeac trusty ci 

af) *i«fctf2 -TS >"<>XT$ K (43mg) £210*., 1 1 5 "CC 1 o ft?&im*& L 

) - 2 - (4 -T-t? h + v/- 3, 5 -it* b J JIT Z J) OXT 

i (lm£) tS&tf®m±l U >>A (36mg) 5 £-M9t 

io 77^- (jsBfl^tK : mm^ju) -eftitmmu (e) - 2- o, 5 - ^y- 

h + ->-4-tKn + ->^m'f;l/7;;) K (7mg) &mtz 0 

'H-NMR (DMSO-de, 400MHz) 

6 ppm:3.84 (s, 6H), 6.71 (d, J=15. 3Hz, 1H), 7.04 (s, 2H), 7.1-7.85 (m, 
5H), 8.32 (brs, IB), 8.61 (d, J=8. 3Hz, 1H), 8.90 (brs, 1H), 
15 11.78 (s, 1H) 

mmm 1 6 

2- C3, h + ->-4- (2-tKn + i/xh + y) ->>t^;l/7; 

7) <>X7; K UtS® 7 0) 
20 ( E ) _ 4 _ ( 2 -T-fe h + v/i - 3, 5 - h (57 

mg) ©h;Ui> (laf) SttlC^kf-^-— ;P (40// 1) SCflfeMSESON, N-v 5 

mizh'*) i?y (lmf) fcJ:0*2 -7;y<>X7i K (25mg) ^Mtl 3 Ot 

HEMv^i/^A-eft*^ *ttE*«JES*Lfco 71/ ( 0.5m£) 

»C»*U ^'ifA (17mg) £/n;U M"C 1 BSfflftl* L fci> 1 

( 0.5ffl£) tljaz.. ««*»EaiLfc. H«E**&Of^i^;Ui— T^-rt/TfiJfe* 
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4 8 

//*y-;U=l 0/10/1) U 2- C3, h + v-4 

- (2-t Ko + i/xh^-/) ->yt^;l/7i;] 5 K (5mg) £|# 

*:<> 

' H - N M R (CDCls+CD 3 0D, 400MHz) 
5 6 ppm : 3. 7-3. 85 (m, 2H), 3.94 (s, 6H), 4.1-4.25 (m, 2H), 6.57 (d, 

J=15. 6Hz, 1H), 6.86 (s, 2H), 7.1-7.6 (m, 2H), 7.61 (d, J=15. 6Hz, 
1H), 7.70 (dd, J=7.9, 1. 4Hz, 1H), 8.69 (dd, J=8. 4, 0. 9Hz. 1H) 

nmw 1 7 

10 2- [3- (3, 4-^yh + ->7xr;b) to7; /) K 
Ut&®} 7 1 ) 

(E) - 2 - (3, 4 -vM h + i">>^;l/7i;) 'OXTS K (300 

mg) &.mo%'<7i?<yt*&tm (som) (kw) ^-snx.. TK^m^T 

^S«jET(ci SB^^lSS-ti-^o 5&£fc£EEiiSgU 2- C 

15 3- (3, 4 -5>y h + ->7i— ;U) -7vt°*-JlT =. 7) 'OXT; K (289 
mg) £^fco 
'H-NMR(CDCl 3 ,400MHz) 

(5 ppni:2.70 (t, J=7. 3Hz, 2H), 3.01 (t, J=7. 3Hz, 2H), 3.83 (s, 3H), 3.84 
(s, 3H), 5.4-6.3 (br, 2H), 6.7-7.55 (m, 6H), 8.64 (dd, J=8. 8, 
20 l. 1Hz, 1H), 11. 11 (s, 1H) 

mmm 1 8 

2 - C3 - (4-7 h + ->7xi;W ^nW^7; OXT i K (tt£ 
25 ^72) 

'H-NMR^DCls^OOMHz) 

5 ppm:2.69 (t, J=7. 8Hz, 2H), 3.01 (t, J=7. 8Hz, 2H), 3.78 (s, 3H), 

5.4-6.5 (br, 2H), 6.75-7.6 (m, 7H), 8. 65 (dd, J=8. 8, 1. 1 Hz, 1H), 
11.12 (s, 1H) 
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4 9 

2- C3- (3, 4, t> + >'7x-;l/) -fa\£isr-)VTlJ^^>X 

T I K (ft £4*3 7 3 ) 
'H-NMR (DMSO-d , . 400MHz) 

6 ppm : 2. 6-2. 95 (m, 4H), 3.60 (s, 3H), 3.73 (s, 6H), 6.57 (s, 2H), 7.0- 
7.95 (m, 4H), 8.25 (brs, 1H), 8.46 (d, J=8. 2Hz. 1H), 11.70 (s, 
1H) 



1 9 

2 - (3-xh + ->7x^l/7W7;;) ^>X7; K Cit^%}7 4) 
3-xh + ->7xi;« ( 500mg) Kit-ffc^*-^ (5mf) £.tfN, N-5> 

yw;i/A7; K 1 ss-fln*.. so^^o^p^tt^L^o m.mwuzv)\<x.>*im 

^.MJET-eMti U !SMfh7bKn77> (lOmf) icigj^U W2-7 
~ yOXTS K (830 mg) ^:1m^.m.UX'2Q^mmW Ltz a KfomiZ7k&1mx.& 

*Hvn^-)A^IiaEIiL, 2- (3-xh^->7x^7t^ 
7;/) < >XT 5 K (780 mg) ^-|#^o 
1 H - N M R (DMSO-de , 400HHz) 

6 ppm: 1.32 (t, J=7. 0Hz, 3B), 3.64 (s, 2H), 4.01 (q, J=7. 0Hz. 2H), 
6.7-7.8 (m, 8H), 8.23 (s, 1H), 8.44 (dd, J=8. 4, 1. 0Hz, 1H), 
11.74 (s, 1H) 



mmm 2 0 

2 - (4 -^DD7xx;l/7Hrf^7 IS) K>XTi K C-ffc^Mfc 7 5) 

4-?D07xx;l/fti (500 mg) Oh;l/^> (5mf) HS^ici^l:^^- — ;U 
(3m/) &«fct>*N, N-y/f;U*^A7; Kltt^flD*^ 8<nCT?30#ra«#L 
tz 0 KJ&m&mBET'Cmt&L. Sll^f h5t Kd77> (10**) Icig^U * 
^T2-7;;KyX7; K (840 mg) *JlD;tM-C 5 #Pb1«# L/c q Kfcifclc 
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5 0 

7tW;y) ^>X7^ K (807 mg) *»fc 0 
'H-NMR (DMSO-de , 400MHz) 

6 ppm: 3. 72 (s, 2H), 7.0-7.85 (m, 8H), 8.23 (brs, 1H), 8.42 (dd, J=8. 4, 
1.0Hz, 1H), 11.72 (s. 1H) 



nmm 2 1 

mm 1 9-2 0 tmm<DxmT°&nF<D<t&®i*:&f&Ltzo 

2- (3, 4--^ h + ->7x-;l/7W7;y) 'OXT; K 6 
) 

•H-NMRCCDCls^OOMHz) 

6 ppm:3.68 (s, 2H), 3.86 (s, 3H), 3.89 (s, 3H), 5.9-6.3 (br. 2H), 

6.8-7.1 (in, 4H), 7.4-7.6 (m, 2H), 8.66 (d, J=8. 4 Hz, 1H), 11.19 
(s, 1H) 

2- (4-xh + >/7xi;l/7W7;;) K>X7i K ttt£#J 7 7) 
'H-NMR (DMSO-d. , 400MHz) 

<5 ppm: 1.31 (t, J=7. 0Hz, 3H), 3.60 (s, 2H), 3.99 (q, J=7. 0Hz, 2H), 6.87 
(d. J=8.7Hz, 2H), 7.0-7.8 (m, 6H), 8.22 (brs, 1H), 8.44 (dd, 
J=8. 4, 1.0Hz, 1H), 11.71 (s, 1H) 

2 - (2 h + ->7x^7tf;l/7; 7) K Ut&®l 8) 

1 H — NMR (CDC1 3 , 400MHz) 

6 ppm : 3. 75 (s, 2H), 3. 86 (s. 3H), 5. 2-6. 4 (br, 2H), 6. 8-7. 6 (m, 7H), 
8.5-8.7 (m, 1H), 10.87 (brs, 1H) 

2 - (2, 5 -V* h + >>7xz;l/7W7;/) OX7; K (ftgtt 7 9 
) 

'H-NMR(CDC1 s, 400MHz) 

6 ppm : 3. 72 (s, 2H), 3. 79 (s, 3H). 3. 82 (s, 3H), 5. 3-6. 3 (br, 2H), 
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6.8-7.55 (m, 6H), 8.61 (dd, J=8. 8, 1. 1Hz, 1H), 10.90 (brs. 1H) 



2 - (3 h + ->7x^;l/7tf^7?/) OX7 5 K «b£#l8 0) 
'H-NMRCCDCl,, 400MHz) 
5 S ppm:3.71 (s, 2H), 3.82 (s. 3H), 5.7-6.5 (br, 2H), 6.8-7.6 (m. 7H), 

8.63 (dd, J=8.8, 1. 1Hz, 1H), 11.18 (brs, IB) 

2- (3, 5->M x.—)\'T* 1 f-)lT I J) OXT i K 0fb&%8 1 

) 

10 *H-NMR(CDCl s ,400MHz) 

6 ppm:3.67 (s, 2H), 3.80 (s, 6H), 5.6-6.3 (br, 2H), 6.40 (t, J=2. 2Hz, 
1H), 6.54 (d. J=2.2Hz, 2H), 7.0-7.55 Cm. 3H), 8.6-8.7 (m. 1H), 
11.19 (brs, 1H) 

15 2- (3, 4, 5-h'J^h + ->7t-mf;b7;;) ^>X7;K (fk^ 
#18 2) 
'H-NMR (DMSO-d., 400MHz) 

<5 ppm:3.62 (s, 2H), 3.63 (s, 3H), 3.78 (s, 6H), 6.67 (s, 2H), 7.0-7.8 
(m, 4H), 8.21 (brs, 1H), 8.43 (dd, J=8. 0, 1. 0Hz, 1H), 11.63 (s, 
20 1H) 



2 - (2 -9 oa-7i— JVT-ir^-JVT I y) OXT 5 K «b^ft 8 3) 
'H-NMR (DMSO-d e , 400MHz) 

6 ppm : 3. 85 (s, 2H), 7. 0-7. 85 (m, 8H), 8. 21 (brs, 1H), 8. 46 (dd, J=8. 4, 
25 0.9Hz. 1H), 11.74 (s, 1H) 



2- (3, 4 3-l/>H**i/y *-JUT-bi-JlT 5 7) K>XT i K 0fb£ 
%8 4) 

■H-NMR (DMSO-d. , 400MHz) 
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S ppm:3.60 (s, 2H). 5.99 (s, 2H), 6.7-8.5 (m. 9H), 11.67 (s, 1H) 



2- (4 -x. b*->- 3 -S *-)lT*z3-)lT I J) OXTi K (it 

^8 5) 
•H-NMR (CDC1 3 , 400MHz) 

S ppm:l. 42 (t, J=6. 9Hz, 3H). 3.69 (s, 2H), 3.88 (s, 3H), 4.08 (q, 

J=6.9Hz, 2H). 6.2-7.7 (m, 8H). 8.69 (d, J=8. 7Hz, lfl), 11.20 (s, 
1H) 



io Mmm 2 2 

2 - (3 -.x. V + i/'OVJ )VT I y) OX 7 5 K (-ft£#J 8 6) 

3 h^->^IJi (600 mg) izmt+Jr-fr (6ra£) &.tfN, N-i^f- 

Ki^*jnx.> so-c-eso^^L/co Ki&mic bJ^>zmz.m 

ffigfiU mmZfrftTVi) ^ y (6m£) i:^L2-7;M>X7; K ( 5 

is 40n.g) tfiaz-SowioftffimwLtzm:, i30 < ct-30^f b ^^l^o fcfcmtz 

Sfc^U ^7kWv^i/-^A-e|£^^iE^L> 2- (3-xh + -x>>/ 
-OUT'y) K (917 mg) 

'H-NMR (DMSO-d „ , 400MHz) 
20 3 PPm:1.37 (t, J=7. 0Hz, 3H), 4. 11 (q, J=7. 0Hz, 2H), 7.1-8.05 (m, 8H), 
8.43 (brs, 1H), 8.70 (dd, J=8. 4, 1. 1Hz, 1H), 12.96 (s, 1H) 

mmm 2 3 

25 2 - (3, 5 h^v/O'/^AT;;) 'OXT; K (M8 7) 

'H-NMR (DMSO-d 8, 400MHz) 
6 ppm : 3. 83 (s, 6H), 6. 76 (t, J=2. 2Hz. 1H), 7. 08 (d, J=2. 2Hz, 2H), 

7.15-8.0 (m. 4H), 8.43 (brs, 1H), 8.69 (dd, J=8. 4, 1.1Hz. 1H), 
12.96 (s. 1H) 
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2 - (3, A -"J/ h + y<>y^^7;y) ^>XT i K (ftd«8 8) 
' H - N M R (DHS0-d 8 , 270MHz) 

5 ppm:3.85 (s, 6H), 7.1-8.5 (m. 8H), 8.70 (d, J=8. 1Hz, 1H), 12.90 
5 (s, 1H) 

2- (3. 4, h + ^O^^T;;) K (ft^i8 9 

) 

"H-NMR (DMSO-d 8 ,400MHz) 
10 5 ppm:3. 76 (s, 3H), 3.88 (s, 6H). 7.1-8.05 (m. 6H), 8.45 (brs, 1H), 
8.70 (d, J=8.4Hz, 1H), 13.04 (s, 1H) 

mmm 2 4 

(E) - 2 - (3, 4 - v 5 ^ h**>->>:*-*'OUTS y) - 5 - t Ko*S"0 
15 XT 5 K at£®} 9 0 ) 

(E) - 2 - (3, 4 -5M h + -/->>7-^^7 5 /) - 5 -t Ka*->£ 
ISftyf^ (100 ng) OfiftT^Wy^y-^jgft (25m*) lC->T>{fc^ 
(1.4 mg) £*W4»4 0tn?2 BIHftia&Lfco *«E*i«£Ee*L' 

20 y *y-;U= 1 0/1) {CtD^BifSML. (E)-2-(3, 4-^h + -> 
>>>t^;l/7;y) -5-bKn + <>'<>X7; K (28mg) &'&tz 0 
'H-NMR (DHS0-d 6 , 400HHz) 

6 ppm : 3. 79 (s, 3H), 3. 83 (s, 3H), 6. 68 (d, J=15. 6Hz, 1H), 6. 85-7. 25 

(m,4H), 7.33 (d, J=2. 0Hz, 1H), 7.47 (d, J=15. 6Hz. 1H), 7. 57 (brs, 
25 1H), 8.12 (brs, 1H), 8.27 (d, J=9. 0Hz, 1H), 9.4-9.65 (br. 1H), 

11.11 (s, 1H) 

nmm 2 5 

(E) - 2 - (3, 4 - ! J* b -h JlT i y) -N- (2 - *J**-fr 
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(E) - 2- (3, h + i/^^^-^-f ;UT$ 7) -N- ( 2 - >^ ^ 

;UT$/i^;U) <>X7; K ( lOOmg) J -)\, ( 1 ■/) icg^L, l£ 

stttt c i ■£> iiiiSfiT? 5 ftmm&Ltzo u ce > - 2 

- (3, 4 -J>y h*->5/W-*>f;l/T5 y) -N- (2--;^f^7i/if 
K^X7; KtSlfcfi ( 109mg) *»fc 0 
1 H — NMR (CDC1 s , 400MHz) 

5 ppm:2. 88 (s, 3H), 2.90 (s, 3H), 3.25-3.35 (m, 2H), 3. 80-4. OOGd, 8H), 

6.48 (d, J=15. 5Hz, 1H), 6.87 (d, J=8. 3Hz, 1H), 7. 05-7. 20 (m, 3H), 

7.45-7.55 (m, 1H). 7.67 (d, J=15. 5Hz, 1H), 8.09 (dd, J=8. 0, 1.3 

Hz, 1H), 8.70-8.80 (m, 1H), 8.98 (t, J=5. 6Hz. 1H). 11.60(s, 1H), 
12. 10-12. 25 (br, 1H) 

m&m 2 6 

mum 2 5 1 mmox&X'&LT&i t&mz&is. ttz 0 

(E) — n — (2--^f;i/7? - 2- (4-ih**>-3-yh* 

•>-»^;l/7iy) <>X7; K%&& Ul&<to9 2) 
1 H — NMR (DMSO-d, , 400MHz) 

6 ppm : 1. 33 (t, J=7. 0Hz, 3H), 2. 83 (s, 3H), 2. 84 (s, 3H), 3. 2-3. 75 (m, 

4H), 3.82 (s, 3H), 4.05 (q, J=7. 0Hz, 2H), 6. 74(d, J=15. 5Hz, 1H), 
6.9-9.1 (m, 9H), 9.95-10.15 (br, 1H), 11.27 (s, 1H) 

(E) -N- (2-^^f;l<7^if;W - 2- (3, 4, 5-hU^h + v/ 

t/y+*-4)VTK y) oxtz b'mmm at^to 3) 

'H-NMR (DMS0-d 6 , 400MHz) 

6 ppm: 2. 83 (s, 3H), 2.84 (s, 3H), 3.15-3.75 (m, 7H), 3. 84(s, 6H), 6.86 
(d, J=15.6Hz, 1H), 7.0-7.25 (m, 3H), 7.5-9.15 (m, 5H), 10.05- 
10.25 (br. 1H), 11.30 (s, 1H) 
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S«MilM7 v h (S HR) Wi&mmSWkmmB& explant 

fttcT^i&iu 9 6 ^i^^u- biz 5 o o ofmvfc/'y ^ju-f^fiaz.^ 3 7°c\ 

5 9 5%^, $%vtmif*0>4kfrT. 1 OK*->li&JSlfo*£WDMEM£*ift* 
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ic^. 200 omg/k g&t*miz&^-ct>?£t:Wi*mi6k>ti? > . 4#JcM3tfe 
5 £ffl& 



am 


1 


0 


0 m g 




6 


0 


0 m g 




2 


6 


5 m g 






3 


0 m g 








5 m g 




(£ft 1 o 


0 


0 m g) 



mum 2 

1 0 0 m g 

15 *§H-fe<»/n — X 5 0mg 

tifrt o-Xftil/^A 13mg 
t Kn+->'/Dh , ;Hj;l/n-7 4mg 
^fT'J^^i/fA 3mg 

(£ftl 7 Omg) 

20 



25 




WO 97/09301 PCT/JP96/0241S 

6 0 

m * o m & 

l. -*« 



5 




io ;M-*->S> feWcTfji^ - has, ->ryg. {s^T^M^ug-e^y 

S^fefi^T^^X^^-^S-C**). R* fc<ktfR s te|BJC-e*>^£oT 
*t K tt o -CK*1H^ *^"T * <S«ftT U L T <fc < > Xliv/jyl 
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20 
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